Office Actionhavebeenov^ccebyamendmen. or aretraversedbyargu™„.be,ow. 

1 Objection to claim 25 
■ TheOffKeAotion — a„objeo,,o„.oc.ata25fo.fam„g.oUst,hea™noac,ds,n.he 

„aKG..p.o.e.of.be— n.s,n...ee->e«.abb— ^^^^ 

.eference to .hec,ain,ed sequence using ■■SEQ ID no:" a„dase,uence,de„t,fier.«^^^ 

ceoftheKGF-2pro.em,ssetforth.„SEQIDNO-.2.andthesequenceco.espondmg.othe 

scuenceoftheKGF 2pro SEQ IDNO: 2 compns.ngamino 

truncated KGF-2 protein ofclaim 25 IS set tonn asm p 

Lrd residues tbrougb 20S. AppUcants respect... contend tbat Carnr 23, as amende ... 
eon,p.ies wrtb 37 C.P.R. U l.B2.(b) and (d) and ,.S22(d,. If the Exannner be.reves n . . 

cessary App.tcants wiU fi.e an anrended Sequence Ustrng, sett.ng forth the truncated KG^2 
:::eJeJnceasaseparate.y-.,stedse,uence,desp,tetbec,a.n.>sco™p.,.^^ 

regulations. 

r , • ^ 8 in 22 and 25-27 ander 35 U.S.C. § 112, first paragraph 
2. Rejections otclaims 6-8, 10-22, and zsi/u „Ticrsn2 
The Office Act,onassertsar=ject,onofclainrs6-8, .0-22.and25-27under35U.S.C§ .12. 

f,rstparagrapb,becausethespecif,catio„,whi.ebe.nse„ab.ingforconrposUronsofvanantst.^^ 

Jated fom,sofKGF-2. does not reasonably provrde enablement for ..nyotbervarrarrt t^ 

.„„,dbeusedasphannaceuticalconrpos,t.onsfortreatmentofdiseases.TbeExam.nerta.stbe 

:t.ontbattbep.ase^..,™tof— y.egrowtbfactor-2CKG^^^^^^^^^^^ 
1 be .nterpreted to ™ean several vanants, part.cular.y truncated fomrs of KGE.^ A.*^^ 
Applicants contend that the rnstant claints are directed to a specfic type of KGF.2 vanant, 
Appl,ca„tshaveanrendedc.a,™s6-S,.0,,6-22,and25.27tode.ete.heter.— 

The Office AcUon also asserts a rejection of claims 20-22 under 35 U.S.C. § 1.2, first 
paragraph,ascontain,ngsub,ectmatter.h.chwasnotdescribedinthespecificat.onlnsuchawayas 

oenable one slcrlledrn the artto which .tpertatns, or w.thwMch,t,s most nearly conn^t^^^^^ 

ma.eorusethe,nvenfion.TheExam,nerta.esthepositio„thatthespec,f.cat,o„,snotenabhngor 

pharmaceut,ca.eomposit,onstha.couldbeusedforthetreatmentofanyd,sease.TheExanrmeralso 
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t' of the claimed invention, or 

tne posUion tW. 

administrationofthevanantKGF-2polyp P ^^^^^^ 
o,expec.edou.o™eso.— ,0.—— 
,.eExa..n„.«h..a.es*epos.on.Ha.^u..^ 

description requirement of 35 U.S.L.S 

rejection. f « 1 1 S C § 1 12. Paragraph, the claimed 

TO satisfy the en»t req«.rement of 35 . . ^iftout undue 

,.ent.onmustenah,eoneofordrnar,s.lUnthe-o^^^^^^^^ 

expenmentation. re Wan,s. 858 F.2d 731. ^__,^,^„„,..„„,„e"arethebreadthof.he 
,„„.dered,„— nswhetheranynecessa^e^^^^^^^^^^ 
,,,„Mhenatureoftheinvent,on,thesta.eofthepo rart^^^^^^^^^^^ ^^^^^ 

,e level of pre.ctah,Ut. m the art, the — ^n.atl needed to ma.e or use the 
e.steneeofwor.nse.amples,a„d,hequant.tvfx^^^^^ 
,.ent,onhasedonthec„n.entofthed— -^^^^^^^^^^^ 

Claims 20-22 are duected to P— .'""^ ^ p„ut,cal composition as a 
,„ut.ca.acceptah,e.eh.c,e -^^^ 

oo»PO-"- — — - velle (p. 43, ,n. 22-25, The spec— 
protein product m adm.xture wrth an accept ^ ^^,,,,3 ,hat can be combined 

,.c.besse,eralpharmaceutical.andph.«^^^^^ 

«UhtheKGF-2prote,nofthernvent,ontoormasu«^^^^^^ ^^^^^^^^^^^^^^^^ 
.p.46.1n.21). Thespecmcationfttrmerdescnbesprocedu ^ ^ 

J.e,nadm.mster,nsthephannaceuttca,co.npos,t,o,.^»^^^^^^^^^^^^ 
S,.add,t,„„..hespecif,cation.tsc,osesthatbecaus*^^^^^^^ 

„ .the 

protems of the rnventton are useM for treahng^^ ^^^^^^^ ^^^^^ ^^^^^^ , 

gastrointestinal tract (p. 54, In. 5 to P ,^,„„,.cally acceptable vehicle rs 

pharmaceuticalcompositioncompnsmgAN29KGF 2an 



T Pnthnl 149 1963-70). Inviewoftheteacmngsoiu 
™„r,a„,y. An,. J. Pa.hol 149. ) ^^^^.^^ ^^^^ 

— » - - - — - 

adn,Ws«ion of the variant KGF-2 po,yp.pfdes for treatment purpose, or 
claimed invention, or administration „f criteria of relief of the 

.eas—teetionofexpectedonteomesofaiiments 

. H,.ease Applicants contend that this ground of rejection woui 

symptoms of disease, Appncd . si F 3d 1560 1564 (Fed. Cir. 

^^^^^ 

aminoacidsequenceandfurtherdisclosmg The Examiner's argument 

verv soecific conventional techniques for protem admimstration ). 

composition composing AN29 1^U 5rana reaffirms the principle 

property inastandardexpenn,entalanin,alhasmadeasignif.eanta„dusefu.contr,hutio„tthean 

It ma. even-, appear that the compound is ^^^^^^^^ 
humans;V„.B™„.51F.3da, 1567(quotmgM««/,292F.2d94S,953(C.C.P.A.196,)). 
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rr:r— ^^^^ 

u ,„."Watl568 Applicants contend that the specmcauu 
adn^tnisteredtohumans. M.a.l568 PP ^^^.„^^„,i„„i„„ts. and that under /.r. 

reductiontopracticeotthephannaceuhcalcompos,t,onsoft . 
.™„MMs,ssufficienttoestahhshthatthepha™acent,ca.contpo.^^^^^^^^^ 

----r-~;:::— ^^^^ 
::;=:rit,enah....o.^— ^ 

,.ent,on,asdescn.eda.o.e.Becauseoneofotd,na.s.^^^^^^^^^^ 



withdrawn, 



possesion of the — n at the "" J ^^^ .eeptahle vehicle, o 

pha™aceuticalcompositioncompns,ngAN29KGF2and p ^^,^ 5,, 

p_.chentothe.ap.,ndncedpu,n,ona.f..os,s,n.atsco„stt^^^^^^^^^^ 

--'-^^r:::rrnor:;:— ^^^^^ 

,r ^ use 112 PI. "WrmenDescnpUon-Rcmremena Gmdehnes )do 

Applicalio„sUnderthe35U.b.C.lu.r, this one Rather, the 

„otre,u,retha.Appl,cantsshowanactua,reduc.tontopract,cetneasess„chasth,sone. 

GW^e/me5 merely State that: .,„v. to show 
p,sc*. an actua, — n to -^^^^^^^^^ 

possession of the invention. ... Actual -^jjucu^^^^ ^^^^^^^^t 

^elativelyrareinstanceswhe^^^^^^^^^^^ specify a 

those of skill m the art ^^""f^f^^^^^^f '° ^ and combining steps, m 

Guidelines, 66Ved.Kcg. 1099, nOH200l). 



(Yi et al, 1996, Am. J. Pathol, i^y.^y u,.tnmratedKGF-2 protein 

.ehiCe to co.b.„e with the truncated '^^J'^ ° ^ ^^^^^^^^ p„t,caUy and 

physiologically acceptable vehicles tha ^^^GF 2 protein of the invention retains 

— .X.espec.eat.na.oteaehest^— ^ 

KOP.act.v.t,..B.™ple,— ~ 

proUferation). Because Example 3 of the spec, c ^^^^ ^^^^^^^^ 

.pphcants contend that theywete,npossess.on^~^ 
becausethespec,ficat.oncon.ainsadesct,pttonofthetruncatedKG P 

acceptah. veh.Ce that co.pnse the phatntaceuttca, ^^^^^^^^^^ 
eontend that the specftcation provides a descnptton » 

respectfully request that the rejection under 35 U.S.C. § 

requirement, be withdrawn. 35 u S C § 112, first paragraph, have been 

applicants — tbattherejectionsbased n3^^^^^^^^^^^^ ^^^^ ^^^^^^^^ 

overcome by amendment or traversed by argument, and respectMly q 
withdraw each of the rejections made on this basis. 

. , • 6 8 10 22 and 25-27 under 35 U.S.C. § 112, second paragraph 
3 Rejections of claims 6-8, 10-22, ana . ^ 1^ t t «i r 8 U2 

. ri - o^; R 10 72 and25-27 under 35 U.S.C. § li^, 
TheOfficeActionassertsarejectionofclaims6-8,10-22,and2. 
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.. ., 

^ppUca„.shave™e„deCda,™25.odele.e*ete™ A n S 1 ^ 
,0.. of *e — so *a. .,s — — ^^^^^ ^L.^,— o„5 
U.S.C. § n2,seco„d paragraph, and that this groundofrejecon has fterefo 
amendment. ^^,„3e it recites the 

:r:r«.-....— ^^^^^ 

mvention tn the conventional fomt (MPEP § 2423.03) the y 

. . »„H 1 822(d) Applicants contend that claim 25, as amendeo, 
U21(h)and(d)and . 22 d, pp ^^^^^^^^^ 

defmiteness requirement of 35 U.i.c. 5 1 1^, 

therefore been overcome by amendment. paragraph, have 

rejections made on this basis. 

, , • 1 h 1 6 1 8 19 and 25-27 under 35 U.S.C. § 102 
4. Rejectionsofcla.msl0-16,18-19,and 25-27 under 35 U.S.C. § 

TheOfficeActionassertsarejectionofclaims 10-16, 18 iy,an 

The Utiice AC 96/25422 (the '422 apphcation), 

102(b), as being anticipated by PCX International Pub.No.W09^^^^^^^^^^^^^^^^^^^^^^^^^^^^ 

uu.^ed Aueust 22 1996. The Examiner takes the position that the PP 
which was pubhshed August ii, therefore, 
teaches fragments, derivatives, or analogs of the polypeptide of SEQ ID NO. 

, • 1 n 1 ^ 1 R 1 9 and 25-27. AppUcants traverse this rejection, 
anticipates claims 10-16, 18-19, and 

« 15 U S C U02 rejection, a reference must disclose every asp 

„:::r::r-,L,„.^,*...-^;;— ^^^^^^^^^ 

isenough.onegateanticipation.C<,„-.e«v...a...oe6«c*>SCo.,220U.S.P.Q 



,e c,a,™ea spaces be "at once env.saseO" .0™ .He ^^^^^r^^ 
o.di„arvs«,H„theanca»ot"a.o„cee„visage"ac,.,ned .pec.es w,th,„age„e 

..senencfo™u,ae„co.passesavas.™„.e.o^^^^^^^^^ 

XHe appUCion .oes no. ^ T.e 

'422 application purports to previa LJ denvatives 

"t:T::rrr:;— 

thereof ' (P- 2, para. 4). ine 4zz f.^natotheDolypeptideofFigure 1 

....e„0.e..an.ono.e_^^^ 

polypepude (p. 8, para. 4). or tamature, form of *e protein (..... he firs. 

,ackstheputative,eaderse,ue„ceoftheMneng 

KGF-2 fragment. Nordoesthe PP ^^^^^^ 
that must be preserved in order to retam KGF-2 btolog 
aPPncat.ondtsc,osesa,argegennsofKOF-2.agmentse^^^^^^ 
.„^entspec,es,w.tboatdisc.os.ngevenas.ngm™^^^^^^^^^^^ 

:::-::OFJstdnesmnstbepreser.edtnordt — 

• • t ti^.tninrated KGF-2 ofthe present invention. However, even 
does not anttcpate the truncated KGF P ,„„st,m.es aKGF-2 

composing residues 66 through ol i , . ^-fiF 2 of the invention. For 

mature form), the "422 application does not anticipate the truncated KGF-2 



which was published April 25, IW. , , in ,6 18-19 and 25-27. 

1, of KGF analogs and therefore, anticipates claims 10-16, 18 19, an 
teaches a number of KGF analogs, ^j. 
Applicantsco„te„dthat,hc-95.applicationmaynotserveastheproperbasisfo 

cla,mslO-16,lS-22,and 25-27 under35U.S.C.H02(b).^^^^ ^^ ^^^^^^^^ 

Xhe instant application is directed to a tnin... KGP-^P- P 

-"^^^."^°^:\:::g:= 
^^^^^ 

,,,p,icationisdirecteatobiologicallyactivepol.ept,deanalo.^^^^^^^^^ 
,...lapp.icatio„teaehesthcnuc,eotideand^inoa„nc.^^^^^^ 
•951 application doesnotteachthatKGFisalsok„ownasFGF-7,a„exam 

k™ 7 (Exhibit a; sequence ahgrn^ents were perfom^ed using MacVector 7.1 (Accel^s. 
clX ^) a. the default settings,. Moreover, a search of the OMIM (Online Mend lan 
::I;nML)databaseat,heKCBl(KationalCentcrforB— ^ 
X.._.„cbi.n,m.nih.go.)indicatestbatKGF.2/FGF.10.d™F-^^ 
Ilntgenes,.heformerheiug,oca.edat5pl3.p.andthe«^^^^^^ 
Because the -951 application discloses KGF analogs, and not KGF-2 analogs, PP 
:s::d;:closeeacLde.er.e^ 

•.in. residues 66 through 208 of the ammo acid sequence set forth m SEQ ID NO. 2). 

r::::— .1-heLoiee^^^^ 

l oacid sequences andgeneticlocUndicatingthatthe, are septate anddistinctgenesan^^^ 

«relatiugtoone.eno.appl.cabletowardstheo.h.— 

that the -951 application does not anticipate claims 10-16, 18-22, and 



TheOfficeActio„alsoassertsareject,onotcla,mslO-16, 18 22,andZ 

■ , , hv u S Patent No 5,863,767 (the '767 patent), whtch issued on 
s 109(61 as being anticipated by U.!>. fatera i-io. J, 

§ 102(e), as oe s f, „n, S Patent App No. 08/086,427, which was filed 

January26,1999,andwhichclaimsthebenefitofU.S.PatentApp 

, e29 1993 The Examiner takes the position that the "767 patent teaches KGF,„,.., or an 

, J • irrTi bv culturing the transformed host, and 
nNA molecule and a method of producmg KGF.„,.„ by culturing 

DNA molecule. The Examiner also takes the position that the 

therefore,anticipatesclaimsl0-16,18-20,and25 ...^aceutical carrier, and 

.767patemteachestherapeu,iccomposi.ionsconta.ningKGF,„,,..napha 

..reLe,a„ticipatesc,a,ms20-22.AppUcantscontendthatthe.67pat^^^^^^^^^^^^^^ 
proper basis for the re)eetionofclaimsl0-16,18-22,and25.27under35U.S.C.§me, 

AS described above, the instant application is directed ^^^^^^^^ 

M 66 through 208 of the amino acid sequence set forth ,n SEQ ID NO. 2 (AN29 
comprisingresidue 66.hr ugh2^^ ^^^^^_^^^^_^^^^^^^^ 

KGF-2). The specification teaches that K(at 2 IS a mem ...,„2 

protein a„dthatKGE-2isalsokno™nasf.brob,astgrowthfactor.lO(PGP- 0)(p.^^ 

1 T^nF KGF. 1 and analogs thereot (.coi. i, m. 

In 161 The '767 patent is directed to a fragment of KGF,KOt,,„_,3, , . 

: . The .67patentteachesthatKGFisamemberoftbe fibroblast growthfactor^ 

protems,andthatKGP.salso..ownasfibroblastgrowthfactor.7(PGFV)(co M^^^ 
escribed above, differences in sequence and Chromosomal location indicate that™^^^^ 
andKGF/FGF-7areencodedbydifferentgenes.Moreover,asequencecompansonofthetruncatd 

: F 2protemoftheinventionandthetruncatedKGFprotemd— in.he.767pa.m^^ 

,hattbeeprote.nssh.eonly52%sequenceide„,ity(andon.y69%seque„ces.m,,atry)(Ex^*^^^^^ 

BecauseL.67paten. disclosesKGF analogs, »d„.KGF.2analogs,the.67^^n.^^^ 

a.closeeachandeverye,emen.oftheinst.tlyc..medinvention(,-...,a— 

comprising residues 66 through208 „fthe amino acid sequence set forthmSEQ ID N0.2)and 

Itan cipatethere.ectedclaims. Forthisreason,App,ican.scontendtbattbe^7.p 
„ota„t.cipa,ec.aims.0-16,lS-22,and25-27under35U.S.C.5102(e),andrespectfi.l,yrequestthat 

this rejection be withdrawn. 
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.ppUcan. contend .he .ejections based on 35 U.S.C. § 102 Have .een trave^ed by 
.,.enr.a.espec«V.e,uesU.at*eB— w.*^^^^ 

basis. 

. • 1 n 1 1 8 1 9 and 25-27 under 35 U.S.C. § 103(a) 
S Rejections of claims 10-16, 18-19, ano Z3 a/ . ^ tt r 8 

• • f i.imQ 1016 18-19 and 25-27 under 35 U.S.C. § 
The Office Action asserts a rejection of claims 10-16, 1» iv, 

u^^T,,nf.i? 1997 inviewoi U.b. raieniiNu. J,""--, 
whichwaspublishedJunel2,1997, ,n J S Patent App No. 08/086,427, which 

• ^.nT.nnarv26 1999, and which claims the benefit of U.S. Patent App. 
issued on January /o, vyyy,<^ annlication teaches 

n A nn Tune 29 1993 The Examiner takes the position that the 929 apphcation 
was filed on June 29, 1993. ^^^^ containing 

u- . 9/FGF-lO related DNA, vectors containing the UNA, anu 

— — e:..c.._~ 

la J.0 the Examine, hy the t,tte of the .67 paten, itsett). The Exannnet contends th 
: hveheenoh.onstooncofo..na.s.nUntheatttohavecon.h.neathe^^^^^^^^^^ 

appUcatton .d those of the -767 patent to ohtatn N..etnnna„y truncated fot^s of KGE-2 
possesstngenhancedbiologtcalactivity. AppUcants traverse th.s rejeCon 

A„ana,ysisofohvious„essn,ustbehasedo„thefoUowingfac.ua„nc,u,rres.(Othescop 

.„,co„ten.oftLprrorart;(2).hed.fferenceshe.«eenthepnora„a„dthec,a.nrsa.,ssue(3)th 

:e:ford.„a.s.htntheartatthe.,nrethe,nvent,onwasn,ade;a„d(4)o,ect.eevtdenc^^ 

r:,— ,.fan.....v...O..C.3S3U.S.M7-.SO..)^^ 
c,ain,eds„b,ectmat.erhasbeenr.ectedasohviousinv.ewofacon,h,nat,onofpnoraneference,a 

:p:ranas.snnder,.3a,sore..rescon.derat,on^^ 

wo Id have suggested to those of ordinary skill rn the art that they should ntaice the c a,m 
los-ttonorLce, or carry outtheciatnred process; and(.,whether the prior artwou^^ 
::revea,ed that tn so nra^tng or carrytng out, thoseoford,narys.n would haveareaso.^^^ 

expectation of success. . . V^e., 9.7 P.d 4SS, 4,3 (Eed. C,r. 1,.). - 
U.S.C.§103n,ust be supported ustng subject ntatterthatwasmthepnor art under35U.S.C.§10. 



i^ur. rn RIOF 2d 1561, 1568 (Fed. Cir. 1987). 
Pny^iiuit Corp V. Dennison Mfg. Co. , « lU .za i i , v 

^ . ■r^.A herause the '929 application is in Japanese and 

ririrrr- » 

■A A\ The Fnelish-language translation of the 929 appiicaiion d 
reference was not considered). Ine bngiisn laiigu s 

Applicants' instantapphcationwasmedunderSSU.b.C. 5 g Provisional 

PCT/US97/18607,whichwasfiledonOc.oberl5,1997.claimmg.hebe„*ofU.S~^ 

prCNos..0;033,0.6(raeaDecen,b.U,19,6,;60/03VSl(.eaOece™^^^ 

:::nalenlo..e.9.appl.cai.on,Applic..sconlena.a.si^^^ 
pIsl,edon.nel2,.m*esu,e..an.onHis— e.noUnlepn^^^^^^ 

,■ ■ ^ . -^s TT S r S 102 as applied to the claims under 35 U.S.C. ^ tU3. 

^^^^^^^ 

„,.,sno.p.ora.,Appl,can.s.on.end.l,aUHeasse«ea.ounao.e.^^^^^^^^^^ 

,03 ,s „ave.ea. However, ,„ an effor. . address all issues presented . 1 Offi. A.. , 

App,,eanrsa,soconte„d*ar.e.7a7pa«d,seloses«-7anal„.,™*..- 

,0 analogs as .he ,ns.an. Office Ac.on asserts. As discussed ,n paragraph 4 the 7 7 .en 
a,rec.ed.oa*agn,e„tofKGF,KGF..,.3,andanalogs.hereof.The'767pa.en..eaches,hatK^^^ 

:lero.Jf— .sro..hfac.or«.ofpro.e,ns,and.ha.KGP.^ 

,row.K.clor.7(PO.-7).Ase<,nenceco™pansono«He— dKG...^^^^^ 

Lthe .mnca.edKGFpro.eindisclosedin*e .67 paten. ind,cares.ha..heseprote.nsshareon, 

52«/. sequence iden.iv (and only 69% sequence s,nnlari.y) (Exhrb,. B). 

,„ con.ras., .he clarnrs of the tnstant appltcatton are directed to a ^^'^^^^ ^^^^^^ 
eo.pns,n,res,dues 66 throush^OSofthe anr.no ac.dse,uencese.for.h.nSBQ,ONO:2 N2 

KGF.) and „.atrunoatedKGFpro.e.„. Applicants contend that ,he.67 patent does „.tech 

oneoford,narysk,lUn.hcar.howtonra.etruncatedfom,sofKGF-2. Applicants alsocontendtha. 
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the instant apphcatton, one of ordinary stall mm 

oompnsing residues 66 through 208 of the ammo acid sequence set forth m SEQ NO. 

t 1 KGF 2 activity Applicants ftirther contend that neither the '929 application nor the 76 
retain KGF-2 activity. PP ..^rF 2 For these reasons, Applicants contend 

patentprovideasuggestionormotivationtotruncateKGF-Z Fort he 
that.he'929applicationandthe<767patentdonotrenderclaimsl0-16,18 2 2 

under35U.S.C.§103(a,,andrespectMlyre,uestthatthisr.ectionhew,t^^^^^^^^^^^^ 

TheOff.ceActiona,soassertsare,ectionofc,aims6-8u„der3U..C.MO^).asb 8 

.npatentahleoverthe-929applicati„n,mviewof.he.767patentasapph^ 

.-27, and further m view of McGwire . .996, ^ 
Examinertakesthepositionthatthe'929app,icationteachesreco— KGF-2^GF or 

^vectors containing the ONA,andh„st cells containing .he vectors, hut aclmow.^^^^^^ 

hecausethe.929applicationisi„,apanese,itisunc,earwhetherthedoc„me„tteachesN-termma 

„fKGF 2TheExaminer also talcesthepositionthat the •767patentteachestruncated 

r: ZL^^^ 

f:e.767patentitself),hutac,.owledgesthatthe.767patentdoesnot.eachothermodifi^^^^^^^^^ 
runcated KGF-2 that can enhance its stability. The Examiner further ta.es the positio t at 
:n . . teach the effects of W-glycosylation and K-tcrmina, cleavage on intrac^ 
.ahility The Examiner contends thatitwould have been.™»/««-bvious to oneoforina^ 

2 in .he art to combine the teachings of the .29 application and those of .he .67 paten to 

Za.e.runca.edfo™sofKGF-2,andto.rthercombinethese.eachings.,.hMcG™e.^ 

Lg,ycosylate.he,nincatedfo.msofKGF-2toe„hancetheirstabni.yevenfurther^Wi.hrespec..o 

e,ls,.l Examiner .rthercon.e„ds.hat additional stability-enhancingmodica..^^ 
conjugation w,thawa.er-solublepolymer,a,sowouldhavebee„obv,oustooneofordinarystal 
theartFmal,y,theExaminerconte„ds.hatthemotivationtoma.esuchcombi„ationsisprovied 
bytheneed to havestab.eformsofKGF-2having enhanced biological activity for ,„v«™and« 

vivo use. Applicants traverse this rejection. 

Applicants addressedtheunavailabi.ityofthe'929apphca.ionasprior art andthescopeand 



T U C ' .03. AS for the scope and content of McGw.e . th,s tefetenc 
rejection under 35 U.b.C. § i N.gWcosylation, and glycosyl 

.eacHes that st.e-spec.fc mutagenes.s ^^^'^^^^^-^^^^ Jn^^^^^^^^^ 
pnosphat,dyHnosito,additio„s,.esofLe.shnrano,ys.n(gp63 affi>^X^^ P^^ 

.n.ep...cP— «affects..t— 

— t:::rt::r— 

Asdrscnssed a.ove,tHec,a.n.sof.he.ns.antappUcat,onared.rec.edtea.ru„cate^^^^^^^^ 
, - < N 9KGF-2, App.icantsaddressedthereasonswhy,he'929 appUcat,onandth 767 
pro.em(AN29KGF ) PP ,5.^ ^^vrous under 35 U.S.C. § .03(a) in analyzing 

patentdonotre„derc,aunslO-.6.B22.and ,,3pect to the second ground 

.heinstantOff,ceAction-sfrrstrejec.,onunder35U.Sr. .0^ 

,.,..„,.„hcantsc™tendthate^^^ 
patentrenderedtrunca,edfonnsofKGF-2ovo ^ 

„„,_Mcaw,re.«,.does„.teac oneof..^^^^^^^ 

KfiF 2 or whether the modulation of KGF-2 glycosyiauu 

oconteudthatMc0..re..Moe.notpro.deasuggest.on.^^^^^^^^^^ 

......h.n.hea.tog.ycosy.ateK0.2ora.P^^^^^^^ 

--^'^^'-*^'r:'r:rt::irc:^^^^ 

™tivat,onforso™od,fyngKGF-2 Forthes 

. • f fv,^ 'Q9q annlication, m view of the /o / paieni, duu 

combinationofthe 929 apphca^^o and AppUcants respectfiilly request 

a/., does not render claims 6-8 obvious under 35 U.S.C. § 103^, 
that this rejection be withdrawn. 

CONCLUSIONS 

Apphcants respectftthy contend that a,, condttions of patentaM.ity are nret ,„ the pend.ng 
olarms as amended. A.lowance of the claims ,s thereby respectfully sohcted. 

f rhe Ex^rner helreves ,t to he helpfcl, he or She ,s tnvrted to contact the undersrgned 



300 South Wncker Drive 
Chicago. Illinois 60606 
(312)9!3-0001 



representative by telephone at (312) 913-0001 

Respectfully ; 
McDonnell I 



Respectfully submitted, 
McDonnell Boehnen Hulbert & Berghoff 



Dated: Mai6^2002 DoMldLTz^ita^P^; 

Reg. No. 48,710 
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E XHIBIT A 



,reP-1, vs. KGF-2 (FGF-10) 
;,Ugned Length = 209 <=aps J^^^^^ , _ 3, 

Ident.t.es - 92 (4 ) eFHUCLVGTISLACSD«TPEQmT«VS 45 

- .0^0 =f3=^^^ ^^^^^ 



KGF- 
KGF 



vrv 1 (FGF-7) 187 HFLP^4AIT 194 
KGF-2 (FGF-10) 200 HFLPMVVHS 208 



ClustalW (vl.4) multiple sequence aUgn.ent 

H Alignment Score = 659 

2 Sequences Aligned conserved Identities = 92 

Gaps Inserted - 4 

Pairwise Alignment Mode: Slow^ 

Pairwise ^lig--f^//!To o Extend Gap Penalty =0.1 
Open Gap Penalty - lu • u 
Similarity Matrix: blosum 

Multiple Mign-n^^^"_^fo'^o"'' Extend Gap Penalty =0.0 
Open Gap Penalty - 10-0 distance = 8 

Delay Divergent = 40% ^^V 
Similarity Matrix: blosum 



E^OnBITB 



KGF truncation vs , 
Aligned Length 



KGF-2 truncation 



Gaps = 1 
Similarities 



KGF truncation 
KGF-2 truncatio 



KGF truncation 
KGF-2 truncatio 



ClustalW (vl.4) multiple sequence alignment 

. Alignment Score = 526 

2 sequences Alxgned conserved Identities = 7 5 

Gaps Inserted - 1 

Pairwise Alignment Mode: Slow 

^"T/„ ^rPrritr=To'r^.»„. cap Pena.v = 0.. 

Similarity Matrix: blosum 

Multiple ^lig"^^'^^ Parameters: ^ 
open Gap Penalty =10 0 Extend P^^ ^ ^ 
Delay Divergent = 40% ^ap 
Similarity Matrix: blosum 



AMENDMENTS TO THE CLAIMS 

6. (Tw,ce Amended) The ««a«^KGF-2^ according to Cairn 25. wherein said 
amino acid sequence is nonglycosylated. 

7. (Tw,ceAn,ended)The«r«n^KGF»accord,ng.oCla,n, 25, Wherein said 

amino acid sequence is glycosylated. 

8. (TwiceArnended, Achemica.deriva.wecomprrsingawa.er.olublepolymerconjuga,ed 
to OTiaBtefthe KGF-2j2rgtein according to Claim 25. 



,0.(Tw,ceAmended)Apo.ynuc,eot.dee„cod,ngtheva»n^KGF-2^according.o 



Claim 25. 



,6 (Twice Amended) A method comprising the step of .solatmg a varian^keratmocyte 
growth factor-2(KGF-2«ftomahostce„conta,ningapo,yn„cieotideofC.a,ml0cultured 

under condittons allowing the expressronofthe™««^KGF-2^bysa,dhost cel.. 

, 7 (Amended) The method according to Claim 16 comprismg the step of modifying 
.heisolatedvarian^KGF-l^togenerateacontpoundcapableofstrmulatingtheproduchon 

of epithelial cells. 

18 (Twice Amended) A method comprising the steps of: 

(a) culturmgaprokaryot.coreukaryotichostcellcontammgapolynucleot.deofCla.^ 



10; and 



(b) maintainmg said host cell under conditions allowmg the expression of a va^ 
keratinocyte growth factor-2 (KGF-2)^rotein by said host cell. 
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19 (Twice Amended) The ™»M*KGF-2^ aecording to Cla.m 25 which is the 
.ecomb.na„texp,ess,o„productofaprokaryoticore„.a.yot,chos,eenco„ta.ninsa„e^^ 

polynucleotide of Claim 10. 

20 (Tw^ceAmended) A ph^aceuucai composition compnsmg the va««*^KGF-2 
Bjotein accordtng to Claim 25 ,„ assoctatton with a phatmaceutically acceptable vehtcle. 

21 (Twee Amended) A pha^aceutieal compos.tton composing a va^an^kera.inoeyte 
g.owthfac.o.2(KGF-2)^.solatedtn accordance w,.htheme.hodofaa,m26ina.soc,a„„n 

with a phamaceutically acceptable vehicle. 

22 (Twice Amended) A phannaceu.ical compos.tton comprising a «««^kerati„ocyte 
growth factor.2(KGF-2)^.so,atedinaccorda„cewt.hthemethodofC.atm27tnassoc.at,on 

with a pharmaceutically acceptable vehicle. 

25. (Twtce Amended) A var«»^lceratinocyte growth factor-2 (KGF-2)^ selected 

from the group of consisting ofi 

(2^_^KCnL2EOteinconMM amtno acd sequences 

^^^^^^^^^^^^^^^^^^^ 
»etforthinSEQIDNO:2;and 

^bL_aMM£Io!snconM^^ 
f„^h i„ SF O m NO: 2 and N-terminal mediionine. 

26 (Amended) The method of Claims 13, 14 or 15 further composing isolating a 
««^keratinocy.e growth factor-2iKGe» ^m satd cultured cells or said nutnent 
medium. 

27. (Amended) The method of Claim 18, further compnsmg after step (b) the 
following step (c): 



^IcDonnell Boehnen Hulbcrt & 



(,) i,„,a.,„gthev«»*^KGF-2jaoteinexpressedbysaidhostceU. 



py NDTNG CLAIMS 

OeanVers^^ 



6. The KGF-2 protein 
nonglycosylated. 



7 The KGF-2 protein according 
glycosylated. 



according to Claim 25, wherein said ammo acid sequence is 



according to Claim 25, wherein said ammo acid sequence is 



a water-soluble polymer conjugated to the KGF-2 



8 A chemical derivative comprising 
protein according to Claim 25. 

A polynucleotide encoding the KGF-2 protein according to Claim 25 



10. 

11. A vector comprising 
control sequence 



apolynucleotideofClaimlOoperaUvelyHnkedtoan expression 



,2. A proka^otio or eukaryo.rc host cell conta,nmg a polynucleotide of Clarm 10. 



13. A method composing 
medium. 



cultunng the host cell of Claim 12 ,n a suitable nutrient 



,4. The method according to Claim 13, wherein said host cell ,s an E. coU cell. 

,5, The method accordtng to Clatm 13, wherein sa,d host cell ts selected from a 
baculoviros cell, COS cell or Chinese hamster ovary cell. 




,6 A meftod comprising the step of isolating a keratinocyte growtl, factor-2 (KGF-2) 
p™te,nfrontahostce,Iconta,nmgapolynuc,eot.deofC,aint.Ocu,,ute<,undetco„di..onsaUov,,„g 

tlie expression of the KGF-2 protein by said host cell. 

,7 The method according to Claim 16 compnsing the step of modifying the isolated 
KGF.2protem to generateacompoundcapableofstimulatingtheproductionofepithelial cells. 

1 8 A method comprising the steps of: 

(a) eulturingaproka^ot,coreukaryot,chostcellco„ta,ni„gapolynucleot,deofCla,m 

'°^"'(h) maintainingsaidhostcellundercondit,onsallowi„gtheexpress,onofalceratmocy.e 
growth factor-2 (KGF-2) protein by said host cell. 

,9 The KGF-2 protein according to Cla,m 25 which is the recombinant expression 
product of aprokaryotic or eukaryotrc host cell contam.ng an exogenous polynucleotide of Cla,m 
10. 

20. ApharmaccuticalcomposUioncomprisingtheKGF-2proteinaccordingtoClaim25 
in association with a phaimaceutically acceptable vehicle. 

2 1 A pharmaceutical composition comprismg a kcratinoeyte growth factor-2 (KGF-2) 
protem isolated m accordance with the method of Clata 26 in association w,,h a pharmaceuttcally 

acceptable vehicle. 

22 A pharmaceutical composition comprising a keratinocyte growth factor-2 (KGF-2) 
protein isolated in accordance with the method of Claim 27 in association with a pharmaceutically 

acceptable vehicle. 
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25. (Twice Amended) A keratinocyte grow* factor-2 (KGF-2) protein selected from the 

group of consisting of: 

(a) a KGF-2 protein consisting of residues 66 through 208 of the amino acid sequence set 

forth in SEQIDNO: 2; and 

(b) a KGF-2 protein consisting of residues 66 through 208 of the amtno sequence set 

forth in SEQ ID NO: 2 and an N-terminal methionine. 

26. ThemethodotClaimsl3,14orl5furthercomprisingisolatingakeratinocytegrowth 
factor-2 (KGF-2) protein from said cultured cells or said nutrient medium, 

27. The method of Claim 18, further comprising after step (b) the following step (c): 
(c) isolating the KGF-2 protein expressed by said host cell. 

28 The KGF-2 protein according to Claim 25, wherein at least one domain of the 
constant region of the heavy chain of human immunoglobulin is fused to the C-terminal end of 

the KGF-2 protein. 
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